host MHC/peptide complexes, a process that purges are involved in regulating immune system functions.
ligands may either activate or inhibit the transcription fied, but it is known that caspase-9 is activated during this process. In mice lacking caspase-9, dexamethaof target genes under the direction of nuclear receptors sone-induced thymocyte apoptosis was significantly (Tzameli and duced by nonlymphoid cells in the thymus, and that The function of GR in vivo has been assessed in sevblockade of glucocorticoid function in thymocytes, useral mouse lines bearing targeted mutations at the GR ing either pharmacological agents or an antisense GR locus. GR-deficient mice died in the first minutes after transgene, reduced the number of DP thymocytes and birth, due to defective lung development (Cole et al., altered the T cell repertoire. In addition, T cells that 1995). These mice also exhibited defective skin maturanormally undergo positive selection were found to untion, impaired erythrocyte progenitor proliferation, and dergo apoptosis, presumably because the normally other defects, suggesting that glucocorticoids are imweak positive selection signals become strong ones portant for several aspects of mouse development. In-(negative selection) when the inhibitory effect of GR is terestingly, mice with a knockin mutation in the GR loreduced in these cells (Ashwell et al., 2000). However, cus, which resulted in a dimerization-defective GR that the role of GR in normal T cell development has been was largely inactive for GRE-mediated transcription challenged by several recent findings. First, the specific-(termed GR dim/dim ), survived to adulthood with no apparity of the antisense approach may be a problem, as ent developmental defects, suggesting that the DNA another group reported an increase in the number of binding function of GR is not required for early stages thymocytes in an independently derived transgenic line of mouse development (Reichardt et al., 1998 
